[Inhibitory effect of dimethyl dicarboxylate biphenyl on invasion of human hepatocellular carcinoma cell line MHCC97-H with high metastasis potential and its mechanisms].
Invasion and metastasis is the main cause of the poor prognosis and high mortality of hepatocellular carcinoma (HCC). Inhibiting invasion and metastasis is an effective approach to reduce the development and mortality of HCC. Dimethyl dicarboxylate biphenyl (DDB) is an old anti-hepatitis drug used in clinics. This study was to assess the inhibitory effect of DDB on adhesion and invasion of HCC cell line MHCC97-H with high metastasis potential, and explore its possible mechanism. MTT assay was used to evaluate the cytotoxicity of DDB to MHCC97-H cells and the inhibitory effect of DDB on the adhesion of MHCC97-H cells to laminin (LN) and fibronectin (FN). The inhibitory effect of DDB on the invasion of MHCC97-H cells was detected by transwell chamber experiment. The mRNA levels of vascular endothelial growth factor (VEGF), nm23-H1, and urokinase-type plasminogen activator receptor (uPAR) were determined by reverse transcription-polymerase chain reaction (RT-PCR). The secretion and expression of alpha fetoprotein (AFP) were analyzed by ELISA and flow cytometry, respectively. DDB at non-cytotoxic concentrations (10, 50 and 100 micromol/L) obviously inhibited the adhesion of MHCC97-H cells to LN and FN. The inhibition rates of the invasion of MHCC97-H cells were 25.8% and 32.3% after treatment of 50 and 100 micromol/L DDB, respectively; 50 and 100 micromol/L DDB also decreased the mRNA levels of VEGF, nm23-H1, and uPAR in MHCC97-H cells. The inhibition rates of AFP secretion of MHCC97-H cells were 16.5%, 17.5%, and 48.5% after treatment of 50, 100, and 200 micromol/L DDB, respectively; it also decreased the expression of AFP in MHCC97-H cells. DDB, at non-cytotoxic concentrations, may obviously suppress the invasion of MHCC97-H cells through inhibiting VEGF, nm23-H1, and uPAR expression.